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AB - WO200138295 NOVELTY - Sphingosine derivatives (I) are new. 

- DETAILED DESCRIPTION - Sphingosine derivatives of formula (I) and 
their salts are new. 

-G = CKH2k+1; 

- R1 a H, 2-20C alkanoyl, COPh, 4-8C cycloalkylcarbonyl, 2-20C 
alkoxycarbonyl. COCR3R3NHR4 or COOR3; 

-A=145Calkyl; 
-A1 =i-f4Co1kyl; 

-Ph =4>henyl optionally substituted by Q; 

-Q =OH.OA, 2-SC alkanoyl, COA1, COOA1, NH2, NHA, NAA, NHCOA1, 
NHGQDA1 , A (optionally substituted by 1-5 halo), CN, N02, SH or SA; 
-A=145Calkyl; 
-A1 =1-4Calky1; 

- R3 e Hor A; 

-R4 =Hor COOA1; 

- R2 c H, 1-8C alkyl. (CH2)nR5 or S(0)mPh1; - 

- R5 = OH, NHA, NAA, NAAA, COOH, COOA1 , C0NH2, CONHA, CONAA, OCONH2, 
OCONHA, OCONAA, Ph1, benzyl, pyridyl (optionally substituted by OA), 
pyrazolyt, pyrrolidyl, piperidinyl, piperazinyl, morpholinyl, 
thiomorpholinyl, imidazolyl, thiazolyl, thiadiazolyl, tetrazolyl, 

quinolyl or 1H-indazolyl; 

- Ph1 <=? phenyl optionally substituted by Q or ureido (optionally 
substituted by 1 or 2 A); 

-««=D45; 
m=!0-2; 
-Z=NR7; 
-R7<s «,OH or A; 

- V=Oor NR7; 
-W = Oor S, and 
-Ik = 4420. 

- ACTIVITY - CNS; nootropic; antidiabetic; cerebroprotective; 
hemostatic; antiparkinsonian; anorectic; antiarteriosclerotic; 
antiinflammatory; Immunomodulator; cytostatic; nephrotropic; cardiant. 

-MECHANISM OF ACTION - Sphingomyelin phosphodiesterase inhibitor. 

- In assays, l-0-(1-hydroxyethylaminocarbonyl)-2-N-pivaloyl-D-erythro- 
spttingosine exhibited an IC50 value for sphingomyelinase of 0.6 mu M. 

- USE -Used for treating or preventing cerebrovascular disorders (such 
as cerebral hemorrhage and cerebral infarction), head injuries, senile 
dementia, neurodegenerative diseases (such as Alzheimer's disease and 
Parkinson's disease), diabetes, obesity, arteriosclerosis, 
Inflammatory diseases, immunological diseases, cancer, nephropathies 
and heart disease. 

-(Dwg.0/0) 

ON - RA4KHS-T RA4KHS-N 0043-28601-T 0043-28601 -N 
DN - AU CA CN KR US 

IW - NEW SPHINGOSINE DERIVATIVE INHIBIT TREAT CEREBROVASCULAR DISORDER 

SENILE DEMENTIA DIABETES 

1KW -NEW SPHINGOSINE DERIVATIVE INHIBIT TREAT CEREBROVASCULAR DISORDER 



C ST AVAILABLE COPY 



SENILE DEMENTIA DIABETES 
INW - GODA K; KOBORI T; SUGIMOTO K; TAGUCHI M 
NC -025 
OPD- 1999-11-24 
ORD - 2001-05-31 

PAW - (SAGA ) SAGAMI CHEM RES CENT 

- (TAIS ) TAISHO PHARM CO LTD 
Tl - New sphingosine derivatives are sphingomyelinase inhibitors used for 
treating e.g. cerebrovascular disorders, senile dementia and diabetes 
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